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=> d his 

(FILE 1 HOME 1 ENTERED AT 08:01:33 ON 10 JUN 2002) 
SET COST OFF 

FILE REGISTRY* ENTERED AT 08:01:43 ON 10 JUN 2002 

E EILDV/SQEP 
LI 16 S E3 

L2 512 S EILDV/SQSP 

L3 4 96 S L2 NOT LI 

SAV LI GAM251073A/A 

SAV L3 GAM251073B/A 

FILE 1 HCAOLD 1 ENTERED AT 08:02:50 ON 10 JUN 2002 
L4 0 S LI OR L3 

FILE 'HCAPLUS 1 ENTERED AT 08:02:59 ON 10 JUN 2002 



L5 


20 


S 


LI 




L6 


351 


s 


L3 




L7 


9 


s 

E 


EILDV 
LOBB R/AU 




L8 


113 


s 

E 


E3, E5,E7,E8 
BURKLY L/AU 




L9 


82 


s 

£_ i 


E3-E6 
RTO^RN/PA 




Tin 


O H f 


O 


ti O IjJD 




Lll 


4 


s 


L5-L7 AND L8-L10 




L12 


363 


s 


L5-L7 




L13 


2 


s 

E 
E 


L12 AND ? ASTHMA? 

ASTHMA/CT 

E3+ALL 




L14 


9231 


S 
E 


E2+NT 
E4+ALL 




L15 


6156 


s 

E 
E 


E6, E5+NT 

ElO+ALL 

E5+ALL 




L16 


8875 


s 

E 
E 


E5, E4+NT 

Ell+ALL 

E6+ALL 




L17 


681 


s 


E4 , E3+NT 




L18 


1 


S 


L12 AND L14-L17 




L19 


35 


S 


L12 AND (LUNG OR PULMON? OR AIRWAY OR 


AIR WAY OR BRONCH? OR R 


L20 


2 


s 

E 
E 


L13,L18 

RESPIR/CT 

E13+ALL 




L21 


38379 


S 


E5,E4+NT 




L22 " 


944 


-s 

E 


-E3-6+NT- 
E38+ALL 




L23 


115430 


s 


E4+NT 


Jan Delaval 






E 


E3+AKK 






E 


E3+ALL 


o- . Reference Librarian 
CM1 1E07 - 703-308^498 


L24 


700 


E 

s 


E7 3+ALL 
E2 






E 


RESPIRATORY TRACT /CT 


jan.delaval@uspto.gov 






E 


E4 2+ALL 


L25 


177 


S 
E 


El 

E2+ALL 




L2 6 


115430 


S 


E4+NT 




L27 


18 


S 


L12 AND L21-L26 




L28 


18 


s 


L27 AND L19 




L29 


23 


s 


L20, L28,L11 




L30 


16 


s 


LI 9 NOT L2 9 




L31 


1 


s 


L30 AND RESPIRATORY DISTRESS SYNDROME 





IP 



iiilSPAGE BLANK (uspto) 
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L32 




24 


S L29,L31 


L33 




3 


S L12 AND HYPERSENSITIV? 


L34 




3 


S L12 AND 7ALLERG? 


L35 




5 


S L33,L34 


L36 




1 


S L35 AND L32 


L37 




4 


S L35 NOT L32 


L38 




24 


S L32,L36 


L39 




5 


S L38 AND (PY<=1993 OR PRY<=1993 OR AY<= 


L40 




1 


S L39 AND L13,L18 


L41 




19 


S L38 NOT L39 








SEL DN 18 


L42 




1 


S El AND L41 


L4 3 




2 


S L40,L42 


L4 4 




4 


S L11,L20 NOT L43 








SEL HIT RN L4 3 • 




FILE 


1 REGISTRY 1 ENTERED AT 08:23:14 ON 10 JUN 2002 


L45 




9 


S E2-E10 


L4 6 




9 


S L45 AND L1-L3 




FILE 


'USPATFULL, US PAT 2 ' ENTERED AT 08:23:49 ON 10 < 


L47 




53 


S L1,L3 


L48 




13 


S L4 7 AND ? ASTHMA? 


L4 9 




1 


S L4 7 AND (ASTHMA? OR ANTIASTHMA? ) /CT 


L50 




13 


S L48,L49 


LSI 




0 


S L50 AND (PY<=1993 OR PRY<=1993) 


L52 




4 


S L47 AND (PY<=1993 OR PRY<=1993) 


L53 




27 


S L47 AND (BRONCH? OR LUNG? OR PULMONARY 


L54 




0 


S L52 AND L53 



=> fil hcaplus 

FILE 'HCAPLUS 1 , ENTERED AT 08:26:10 ON 10 JUN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 10 Jun 2002" VOL 136 iSS "24 " " 

FILE LAST UPDATED: 7 Jun 2002 ( 20020607/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 

=> d 143 all tot 

L43 ANSWER 1 OF 2 HCAPLUS COPYRIGHT 2002 ACS 
AN 1999:505686 HCAPLUS 
DN 131:139496 
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TI Fibronectin CS-1 peptidomimetics for inhibiting binding of CS-1 to VLA-4 

and for treating immunoinf lammatory conditions 
IN Arrhenius, Thomas S.; Elices, Mariano J.; Gaeta, Federico C. A. 
PA Cytel Corporation, USA 
SO U.S., 81 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
IC ICM C07K005-08 
NCL 530331000 
CC 1-7 (Pharmacology) 

Section cross-reference (s) : 34, 63 
FAN.CNT 4 





PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


PI 


US 5936065 


A 


19990810 


US 1995-462424 


19950605 <— 




CA 2177840 


AA 


19950615 


CA 1994-2177840 


19941205 <— 




CN 1142832 


A 


19970212 


CN 1994-194969 


19941205 < — 




US 5688913 


A 


19971118 


US 1995-435286 


19950505 < — 




US 6117840 


A 


20000912 


US 1997-837154 


19970414 <— 




US 6103870 


A 


20000815 


US 1997-923026 


19970903 <— 


PRAI 


US 1993-164101 


B2 


19931206 <— 








US 1994-349024 


B2 


19941202 








US 1995-435286 


Al 


19950505 






OS 


MARPAT 131:139496 








AB 


Peptidomimetic 


compds . 


are disclosed 


that inhibit the 


binding between 




VLA-4 and the 


fibronectin CS-1 compd. 


Pharmaceutical 


compns. contg. . 



contemplated compd. and methods for treating immunoinf lammatory conditions 
using the compd. are also disclosed. 
ST fibronectin CS1 VLA4 binding inhibitor peptidomimetic; immunoinf lammatory 
disease pharmaceutical peptidomimetic; inflammation inhibitor 
peptidomimetic 
IT Cell adhesion molecules 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(ICAM-1 (intercellular adhesion mol . 1); fibronectin CS-1 
peptidomimetics for inhibiting binding of CS-1 to VLA-4 and for 
treating immunoinf lammatory conditions) 
IT Animal cell line 

(JURKAT; fibronectin CS-1 peptidomimetics for inhibiting binding of 
CS-1 to VLA-4 and for treating immunoinf lammatory conditions) 
IT Histocompatibility antigens 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(MHC (major histocompatibility complex), class II; fibronectin CS-1 
peptidomimetics for inhibiting binding of CS-1 to VLA-4 and for 
treating immunoinf lammatory conditions) 
IT Cell adhesion molecules 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(VCAM-1; fibronectin CS-1 peptidomimetics for inhibiting binding of 
CS-1 to VLA-4 and for treating immunoinf lammatory conditions) 
IT Transplant and Transplantation 
Transplant and Transplantation 

(allotransplant, heart; fibronectin CS-1 peptidomimetics for inhibiting 
binding of CS-1 to VLA-4 and for treating immunoinf lammatory 
conditions ) 
IT Heart 

(allotransplant; fibronectin CS-1 peptidomimetics for inhibiting 
binding of CS-1 to VLA-4 and for treating immunoinf lammatory 
conditions) 
IT Encephalomyelitis 

(autoimmune; fibronectin CS-1 peptidomimetics for inhibiting binding of 
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CS-1 to VLA-4 and for treating immunoinf lammatory conditions) 
IT Artery 

(coronary; fibronectin CS-1 peptidomimetics for inhibiting binding of 
CS-1 to VLA-4 and for treating immunoinf lammatory conditions) 
IT Allergy 

(delayed hypersensitivity; fibronectin CS-1 peptidomimetics 
for inhibiting binding of CS-1 to VLA-4 and for treating 
immunoinf lammatory conditions) 
IT Immunity 

(disorder; fibronectin CS-1 peptidomimetics for inhibiting binding of 
CS-1 to VLA-4 and for treating immunoinf lammatory conditions) 
IT Anti-inflammatory agents 
Antiasthmatics 
Antirheumatic agents 
Immunosuppressants 
. Macrophage 
Peptidomimetics 
Rheumatoid arthritis 
Structure-activity relationship 
T cell (lymphocyte) 

(fibronectin CS-1 peptidomimetics for inhibiting binding of CS-1 to 
VLA-4 and for treating immunoinf lammatory conditions) 
IT Fibronectins 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; BIOL 
(Biological study); PROC (Process) 

(fibronectin CS-1 peptidomimetics for inhibiting binding of CS-1 to 
VLA-4 and for treating immunoinf lammatory conditions) 

IT Cell migration 

(lymphocyte; fibronectin CS-1 peptidomimetics for inhibiting binding of 
CS-1 to VLA-4 and for treating immunoinf lammatory conditions) 

IT Drug delivery systems 

(prodrugs; fibronectin CS-1 peptidomimetics for inhibiting binding of 
CS-1 to VLA-4- and for treating immunoinf lammatory conditions) 

IT Multiple sclerosis 

(therapeutic agents; fibronectin CS-1 peptidomimetics for inhibiting 
binding of CS-1 to VLA-4 and for treating immunoinf lammatory 
conditions ) 

IT Integrins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 

(Biological study); PROC (Process) 

( .alpha. 4 .beta. 1; fibronectin CS-1 peptidomimetics for inhibiting 
binding of CS-1 to VLA-4 and for treating immunoinf lammatory 
conditions ) 

IT 125850-12-6 126235-03-8 150525-67-0 153982-81-1 

184293-88-7 236100-96-2 236100-98-4 236100-99-5 

236101-00-1 236101-01-2 236101-02-3 

_23_6101-03-4_ 236101-04-5 236101-05-6 236101-06-7 

RL: BAC (Biological activity or effector, exce'pt adverse); "BSU (Biological 
study, unclassified); BIOL (Biological study) 

(fibronectin CS-1 peptidomimetics for inhibiting binding of CS-1 to 
VLA-4 and for treating immunoinf lammatory conditions) 
IT 7440-53-1D, Europium, complexes with peptidomimetics, biological studies 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(fibronectin CS-1 peptidomimetics for inhibiting binding of CS-1 to 
VLA-4 and for treating immunoinf lammatory conditions) 
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AB 


The 


; present 


invention relates to novel peptide derivs . 


that are 


useful for 



inhibition and prevention of cell adhesion and cell adhesion-mediated 
pathologies. This invention also relates to pharmaceutical formulations 
. comprising jthese compds._and methods of using them for inhibition and 
prevention of cell adhesion and cell adhesion-mediated pathologies. ~ The 
compds . and pharmaceutical compn. of this invention can be used as 
therapeutic or prophylactic agents. They are particularly well-suited for 
treatment of many inflammatory and autoimmune diseases. Thus, coupling of 
4- (2-MeC6H4NHCONH)C6H4CH2C02H (prepn. given) with protected peptide 
H-Leu-Asp (0CH2Ph) -Val-0CH2Ph (prepn. given), followed by catalytic 
hydrogenolysis, gave cell adhesion inhibitor peptide 4- (2- 
MeC6H4NHCONH)C6H4CH2CO-Leu-Asp-Val-OH (I). All 408 prepd. peptide 
derivs., including I, inhibited VLA4 -dependent adhesion to a bovine serum 
albumin conjugate with H-Cys-Tyr-Asp-Glu-Leu-Pro-Gln-Leu-Val-Thr-Leu-Pro- 
His-Pro-Asn-Leu-His-Gly-Pro-Glu-Ile-Leu-Asp-Val-Pro-Ser-Thr-OH, with IC50 
values of <1 mM. 

ST peptide prepn cell adhesion inhibitor; antiinflammatory drug peptide deriv 

prepn; autoimmune disease treatment peptide deriv prepn 
IT Cell adhesion 

(inhibitors; prepn. of peptide derivs. as cell adhesion inhibitors) 
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IT Anti-inflammatory drugs 
Autoimmune diseases 

(prepn. of peptide derivs. as cell adhesion inhibitors) 
IT Peptides, preparation 

RL: BAC (Biological activity or effector, except adverse) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); USES (Uses) 

(prepn. of peptide derivs. as cell adhesion inhibitors) 
IT 187737-58-2P 

RL: BAC (Biological activity or effector, except adverse); RCT (Reactant); 
SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 



study); PREP (Preparation); USES (Uses) 

(prepn. of peptide derivs. as cell adhesion inhibitors) 
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IP 


187738- 


05 


-2P 


187738- 


06- 


3P 


187738 


-07- 


4P 


187738- 


08 


-5P 


187834- 


08- 


8P 





















RL: BAC (Biological activity or effector, except adverse) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of peptide derivs. as cell adhesion inhibitors) 

IT 187738-30-3DP, conjugate with bovine serum albumin 

RL: BPR (Biological process); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation); PROC (Process) 

(prepn. of peptide derivs. as cell adhesion inhibitors) 

IT 74-89-5, Methylamine, reactions 75-31-0, Isopropylamine, reactions 

78-81-9, Isobutylamine 93-10-7, 2-Quinolinecarboxylic acid 95-55-6, 
- 2-Hydrox.yaniline .98-09-9, „Phenylsulf onyl chloride 98-68-0, 

4-Methoxybenzenesulfonyl chloride 98-98-6, Picolinic" acid 100-46-9, 
Benzylamine, reactions 103-71-9, Phenyl isocyanate, reactions 
103-80-0, Phenylacetyl chloride 108-91-8, Cyclohexylamine, reactions 
110-89-4, Piperidine, reactions 110-91-8, Morpholine, reactions 
348-54-9, 2-Fluoroaniline 501-52-0, Hydrocinnamic acid 501-97-3, 

3- (4 -Hydroxyphenyl) propionic acid 504-29-0, 2-Aminopyridine 614-68-6, 
o-Tolyl isocyanate 1197-55-3, 4-Aminophenylacetic acid 1603-40-3, 
2-Amino-3-methylpyridine 2393-23-9, 4-Methoxybenzylamine 24 62-31-9, 
Glycine benzyl ester hydrochloride 2577-48-2, Proline methyl ester 
2620-50-0, Piperonylamine 2748-02-9 3373-59-9, Threonine methyl ester 

' 3392-09-4 3392-12-9 3845-64-5 4070-48-8, Valine methyl ester 

5081-36-7, 3-Methoxy-4-nitrobenzoic acid 6066-82-6, N-Hydroxysuccinimide 
6624-49-3, 3-Isoquinolinecarboxylic acid 7531-52-4 7536-58-5 
13139-15-6 13734-41-3 13798-75-9 15761-39-4 16013-85-7, 
2, 6-Dichloro-3-nitropyridine 16369-05-4, Valinol 18496-54-3, 

4- Phenylbutyryl chloride 21760-98-5, Valine benzyl ester 33797-51-2, 
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Eschenmoser 1 s salt 38068-75-6 39552-81-3, Methyl p-aminophenylacetate 
41324-66-7, Proline benzyl ester 42726-73-8, tert-Butyl methyl malonate 
53308-95-5 53363-89-6 129460-09-9 135892-76-1 
RL: RCT (React ant) 

(prepn. of peptide derivs. as cell adhesion inhibitors) 
IT 5803-22-5P 40851-91-0P 67579-92-4P, 3-Methoxy-4 -nitrobenzoyl chloride 
90323-26-5P 136465-99-1P 153982-81-1P 181517-99-7P 181518-01-4P 

181518- 40-1P 181519-00-6P 181519-01-7P 181519-02-8P 181519-16-4P 

181519- 56-2P 181519-57-3P 181519-58-4P 181519-59-5P 187738-09-6P 
187738-10-9P 187738-11-OP 187738-12-1P 187738-13-2P 187738-14-3P 
187738-15-4P 187738-16-5P 187738-17-6P 187738-18-7P 187738-19-8P 
187738-20-1P 187738-21-2P 187738-22-3P 187738-23-4P 187738-24-5P 
187738-26-7P 187738-27-8P 187738-28-9P 187738-29-0P 
187738-30-3P 187738-31-4 P 187738-32-5P 187738-33-6P 
187738-34-7P 187738-35-8P 187738-36-9P 187738-37-0P 187738-38-1P 
187738-39-2P 187738-40-5P 187738-4 1-6P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. of peptide derivs. as cell adhesion inhibitors) 
IT 38533-61-8P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of peptide derivs. as cell adhesion inhibitors) 



=> fil reg 

FILE 'REGISTRY' ENTERED AT 08:26:18 ON 10 JUN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 7 JUN 2002 HIGHEST RN 427375-75-5 
DICTIONARY FILE UPDATES: 7 JUN 2002 HIGHEST RN 427375-75-5 

TSCA INFORMATION NOW CURRENT THROUGH January 7, 2002 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 



.Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 

http: //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 



=> d sqide can tot 146 

L46- ANSWER 1 _OF _9 REGISTRY. COPYRIGHT 2002 ACS 
RN 236101-05-6 REGISTRY 

CN L-Proline, L- . alpha . -glutamyl-L-isoleucyl-L-leucyl-L- . alpha . -aspartyl-L- 

valyl- (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 6 



SEQ 1 EILDVP 



HITS AT: 1-5 

MF C31 H52 N6 Oil 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 



Absolute stereochemistry. 



THl$p Aa 



(usno) 



I 
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1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 131:1394 96 

L4 6 ANSWER 2 OF 9 REGISTRY COPYRIGHT 2002 ACS 
RN 236101-04-5 REGISTRY 

CN L-Valine, L-prolyl-L- . alpha . -glutamyl-L-isoleucyl-L-leucyl-L- . alpha . - 

aspartyl- (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 6 

SEQ 1 PEILDV 



HITS AT: 2-6 

MF C31 H52 N6 Oil 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 
Absolute stereochemistry . 




1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 



1: 131:139496 
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L4 6 ANSWER 3 OF 9 REGISTRY COPYRIGHT 2002 ACS 

RN 236101-02-3 REGISTRY 

CN L-Valine, L-leucyl-L-histidylglycyl-L-prolyl-L- . alpha . -glutamyl-L- 

isoleucyl-L-leucyl-L-. alpha. -aspartyl- (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 9 

SEQ 1 LHGPEILDV 



HITS AT: 5-9 

MF C45 H73 Nil 014 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 
Absolute stereochemistry. 



REFERENCE 1: 131:139496 

L4 6 ANSWER 4 OF 9 REGISTRY COPYRIGHT 2002 ACS 
RN 236101-01-2 REGISTRY 

CN - L-Proline,- L-histidylglycyl-L-prolyl-L- . alpha . -glutamyl-L-isoleucyl-L- 

leucyl-L-. alpha. -aspartyl-L-valyl- (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 9 

SEQ 1 HGPEILDVP 



HITS AT: 4-8 

MF C44 H69 Nil 014 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 
Absolute stereochemistry. 




H02C' 



S Pr _i 



1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



THIS 
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Me' Et 



PAGE 1-B 




C02H 



1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 131:139496 

L4 6' ANSWER 5 OF 9 REGISTRY COPYRIGHT 2002 ACS 
RN 236101-00-1 REGISTRY 

CN L-Serine, glycyl-L-prolyl-L- . alpha . -glutamyl-L-isoleucyl-L-leucyl 

.alpha. -aspartyl-L-valyl-L-prolyl- (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 9 

SEQ 1 GPEILDVPS 



HITS AT: 3-7 

MF C41 H67 N9 015 

-SR CA - - .... 

LC STN Files: CA, CAPLUS, US PAT FULL 

Absolute stereochemistry . 



PAGE 1-A 




V 



THIS PflGE BLAHk 



HISPID) 
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PAGE 1-B 




1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 131:139496 

L4 6 ANSWER 6 OF 9 REGISTRY COPYRIGHT 2002 ACS 
RN 236100-99-5 REGISTRY 

CN L-Valine, L- . alpha . -glutamyl-L-isoleucyl-L-leucyl-L- . alpha . -aspartyl-L- 

valyl-L-prolyl-L-seryl-L-threonyl- (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 9 

SEQ 1 EILDVPSTV 



HITS AT: 1-5 

MF C43 H73 N9 016 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 
Absolute stereochemistry. 



Me O 




H 



1 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



Tmp to£BLAH K 



(USPT 0) 
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REFERENCE 1: 131:1394 96 

L4 6 ANSWER 7 OF 9 REGISTRY COPYRIGHT 2002 ACS 
RN 187738-30-3 REGISTRY 

CN L-Threonine, L-cysteinyl-L-tyrosyl-L- . alpha . -aspartyl-L- . alpha . -glutamyl-L- 
leucyl-L-prolyl-L-glutaminyl-L-leucyl-L-valyl-L-threonyl-L-leucyl-L-prolyl- 
L-histidyl-L-prolyl-L-asparaginyl-L-leucyl-L-histidylglycyl-L-prolyl-L- 
. alpha . -glutamyl-L-isoleucyl-L-leucyl-L- . alpha . -aspartyl-L-valyl-L-prolyl- 
L-seryl- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 4: PN: US6376538 SEQID: 4 unclaimed sequence 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 27 

SEQ 1 CYDELPQLVT LPHPNLHGPE ILDVPST 

HITS AT: 20-24 

MF C135 H209 N33 042 S 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 
Absolute stereochemistry. 

PAGE 1-A 




PAGE 1-B 




Wis 
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H2H 



i-Bu 



PAGE 1-C 




PAGE 1-D 



H02C 




NH 2 



2 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

2 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 



136:325828 



REFERENCE 



126:199840 



L46 ANSWER 8 OF 9 REGISTRY COPYRIGHT 2002 ACS 
RN 150525-67-0 REGISTRY 

CN . _L-Valine, L- . alpha . -glutamyl-L-isoleucyl-L-leucyl-L- . alpha . -aspartyl- 

(9CI) (CA~ INDEX NAME) 
OTHER CA INDEX NAMES: 

CN L- Valine, N- [N- [N- (N-L- .alpha . -glutamyl-L-isoleucyl ) -L-leucyl] -L- . alpha . 

aspartyl]- 
OTHER NAMES: 

CN 23: PN: WO0004 941 PAGE: 32 claimed sequence 

CN 2: PN: US6376538 SEQID: 2 unclaimed sequence 

CN 2: PN: WO0064 474 PAGE: 19 unclaimed sequence 

CN 457: PN: WO0069900 SEQID : 1142 unclaimed sequence 

CN PN: US5962311 SEQID: 2 unclaimed sequence 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 5 



SEQ 1 EILDV 

HITS AT: 1-5 



"•*P*GEBLAH K 



(USPTO) 
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MF C26 H45 N5 010 
SR CA 

LC STN Files: CA, CAPLUS, CHEMCATS, TOXCENTER, US PAT FULL 
Absolute stereochemistry. 




16 REFERENCES IN FILE CA (1967 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
16 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 


1: 


136 


325828 


REFERENCE 


2: 


135 


368937 


REFERENCE 


3: 


134 


21425 


REFERENCE 


4: 


133 


334056 


REFERENCE 


5: 


132 


142003 


REFERENCE 


6: 


131 


267956 


REFERENCE 


7: 


131 


139496 


REFERENCE 


8: 


128 


150383 


REFERENCE 


9: 


128 


18371 


REFERENCE 


10: 


126 


176918 



L4 6 ANSWER 9 OF 9 REGISTRY COPYRIGHT 2002 ACS 
RN 126235-03-8 REGISTRY 

CN L-Threonine, glycyl-L-prolyl-L- . alpha . -glutamyl-L-isoleucyl-L-leucyl-L- 

. alpha. -aspartyl-L-valyl-L-prolyl-L-seryl- (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN L-Threonine, N- [N- [1- [N- [N- [N- [N- [N- ( 1-glycyl-L-prolyl ) -L- . alpha . - 

glutamyl] -L-isoleucyl] -L-leucyl] -L- . alpha . -aspartyl] -L-valyl] -L-prolyl] -L- 
seryl] - 

OTHER NAMES: 

CN 24: PN: WO0192542 SEQID: 25 claimed sequence 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 10 



SEQ 



1 GPEILDVPST 



gambel 
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HITS AT: 3-7 

MF C45 H74 N10 017 

SR CA 

LC STN Files: CA, CAPLUS, US PAT FULL 
Absolute stereochemistry. 



PAGE 1-A 




11 REFERENCES IN FILE CA (1967 TO DATE) 

11 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 


1: 


136 


32634 


REFERENCE 


2: 


131 


139496 


REFERENCE 


3: 


130 


163180 


REFERENCE 


4: 


129 


245488 


REFERENCE 


5: 


126 


14475 


REFERENCE 


6: 


120 


215235 


REFERENCE 


7: 


119 


201761 


REFERENCE 


' 8: 


115 


270674 


REFERENCE 


9: 


115 


254061 


REFERENCE 


10: 


115 


229941 



=> fil hcaplus 

FILE 1 HCAPLUS 1 ENTERED AT 08:26:38 ON 10 JUN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 



4% 



0) 
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COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 10 Jun 2002 VOL 136 ISS 24 
FILE LAST UPDATED: 7 Jun 2002 (20020607/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 

=> d all tot 144 

L4 4 ANSWER 1 OF 4 HCAPLUS COPYRIGHT 2002 ACS 
AN 2002:312019 HCAPLUS 
DN 136:325828 

TI Preparation of dipeptide derivatives as cell adhesion inhibitors 

IN Adams, Steven P.; Lin, Ko-Chung; Lee, Wen-Cherng; Castro, Alfredo C; 

Zimmerman, Craig N . ; Hammond, Charles E.; Liao, Yu-Sheng; Cuervo, Julio 

Hernan; Singh, Juswinder 
PA Biogen , Inc . , USA 

SO U.S., 50 pp., Cont ,-in-part of U.S. 6,306,840. 

CODEN: USXXAM 
DT Patent 
LA English 
IC ICM A61K031-357 

ICS C07D317-46 
NCL 514466000 

CC 34-3 (Amino Acids, Peptides, and Proteins) 

Section cross-reference ( s ) : 1 
FAN.CNT 2 



PATENT NO. 


KIND 


DATE 




APPLICATION NO. 


DATE 






US 


6376538 


Bl 


20020423 




US 1997-^75321 


19970919 






US 


6306840 


Bl 


20011023 




US 1995-376372 


19950123" 






WO 


9622966 


Al 


19960801 




WO 1996-US1349 


19960118 








W: AL, AM, 


AT, AU, 


AZ, BB, 


BG, 


BR, BY, CA, CH, CN, 


CZ, DE, 


DK, 


EE, 




ES, FI, 


GB, GE, 


HU, IS, 


JP, 


KE, KG, KP, KR, KZ, 


LK, LR, 


LS, 


LT, 




LU, LV, 


MD, MG, 


MK, MN, 


MW, 


MX, NO, NZ, PL, PT, 


RO, RU, 


SD, 


SE, 




SG, SI 


















RW: KE, LS, 


MW, SD, 


SZ, UG, 


AT, 


BE, CH, DE, DK, ES, 


FR, GB, 


GR, 


IE, 




IT, LU, 


MC, NL, 


PT, SE, 


BF, 


BJ, CF, CG, CI, CM, 


GA, GN, 


ML, 


MR, NE 


EP 


1142867 


A2 


20011010 




EP 2001-107877 


19960118 








R: AT, BE, 


CH, DE, 


DK, ES, 


FR, 


GB, GR, IT, LI, LU, 


NL, SE, 


MC, 


PT, 




IE, SI 
















US 


1995-376372 


A2 


19950123 












WO 


1996-US1349 


W 


19960118 












EP 


1996-905316 


A3 


19960118 













OS MARPAT 136:325828 
GI 



(USPTQ) 



gambel - 09 / 251073 



Page 19 





AB Novel dipeptide analogs I [X - C02H, P03H-, S02R5, S03H, OP03H-, C02R4 ; Y 
= CO, S02, P02; n = 0-2; Rl = optionally substituted alkyl, alkenyl, 
alkynyl, aryl-fused cycloalkyl, cycloalkenyl, aryl, aralkyl, aralkenyl, 
aralkynyl, alkoxy, alkenyloxy, aralkoxy, alkylamino, alkenylamino, 
alkynylamino, aryloxy, arylamino, N-alkylurea-substituted alkyl, 
heterocyclyl; R2 = H, aryl, alkyl, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, aralkyl; R2NCR3 = heterocyclic ring; R3 = natural, 
unnatural, modified, or substituted amino acid side chain; R4 = optionally 
substituted aryl, alkyl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, 
aralkyl, H, heterocyclyl, heterocyclylcarbonyl, aminocarbonyl, amido, 
alkylaminocarbonyl, arylaminocarbonyl, acylaminocarbonyl, acyl; R5 = 
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, aryl, aralkyl, 
aralkenyl, aralkynyl] are prepd. as compds . useful for inhibition and 
prevention of cell adhesion and cell adhesion-mediated pathologies. This 
invention also relates to pharmaceutical formulations comprising these 
compds. and methods of using them for inhibition and prevention of cell 
adhesion and cell adhesion-mediated pathologies. The compds. and 
pharmaceutical compns. of this invention can be used as therapeutic or 
prophylactic agents. They are particularly well-suited for treatment of 
many inflammatory and autoimmune diseases. Thus, .beta. -amino acid-contg. 
dipeptide II, prepd. by std. methods, displayed an IC50 of <50 nM in a 
cell adhesion inhibition assay. 

ST cell adhesion inhibitor dipeptide analog prepn; aminoacyl amino acid prepn 
" antiinflammatory 

IT Anti-inflammatory agents 
Cell adhesion 

(prepn. of .beta. -amino acid dipeptide derivs . as cell adhesion 
inhibitors) 
IT Dipeptides 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of .beta. -amino acid dipeptide derivs. as cell adhesion 

inhibitors ) 
IT 181518-22-9P 181521-43-7P 

RL: PAC (Pharmacological activity); RCT (Reactant ); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of .beta. -amino acid dipeptide derivs. as cell adhesion 



«>SPT 0) 
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IT 



IT 



inhibitors) 
181519-77-7P 
181519-82-4P 
18L519-90-4P 

181519- 97-1P 

181520- 05-8P 
181520-19-4P 
181520-33-2P 
181520-43-4P 
181520-53-6P 
181520-64-9P 
181520-74-1P 
181520-87-6P 

181520- 97-8P 

181521- 09-5P 
181521-21-1P 
181521-30-2P 
181521-37-9P 
181521-47-1P 
181521-57-3P 
181521-63-1P 
181521-73-3P 
181521-79-9P 
181521-86-8P 
181521-91-5P 

181521- 96-0P 

181522- 01-OP 
181522-06-5P 
181522-11-2P 
181522-16-7P 
181522-25-8P 
181522-31-6P 
181522-36-1P 
181522-41-8P 
181522-47-4P 
181522-57-6P 
181522-66-7P 
181522-75-8P 
181522-82-7P 
181522-88-3P 
181522-93-0P 

181522- 98-5P 

181523- 03-5P 
181523-08-0P 
181523-18-2P 
181523-28-4P 
181523-38-6P 

"181"523-52-4P 



181519-78-8P 
181519-83-5P 
181519-91-5P 

181519- 98-2P 

181520- 06-9P 
181520-22-9P 
181520-35-4P 
181520-45-6P 
181520-56-9P 
181520-66-1P 
181520-76-3P 
181520-90-1P 

181520- 99-OP 

181521- 11-9P 
181521-23-3P 
181521-31-3P 
181521-39-1P 
181521-49-3P 
181521-59-5P 
181521-65-3P 
181521-74-4P 
181521-80-2P 
181521-87-9P 
181521-92-6P 

181521- 97-1P 

181522- 02-1P 
181522-07-6P 
181522-12-3P 
181522-17-8P 
181522-27-0P 
181522-32-7P 
181522-37-2P 
181522-42-9P 
181522-49-6P 
181522-59-8P 
181522-68-9P 
181522-77-0P 
181522-83-8P 
181522-89-4P 
181522-94-1P 

181522- 99-6P 

181523- 04-6P 
181523-10-4P 
181523-20-6P 
181523-30-8P 
181523-39-7P 
181523-55-7P 



181519- 92- 

181520- 00- 
181520-08- 
181520-25- 
181520-37- 



181521- 
181521- 
181521- 
181521- 
181521- 
181521- 



181522-08- 
181522-13- 
181522-19- 
181522-28- 
181522-33- 
181522-38- 
181522-43- 
181522-51- 



181522- 
181522- 
181522- 



70- 
78- 
84- 



9P 


181519- 


80- 


2P 


181519 


-81- 


3P 


7P 


181519- 


86- 


8P 


181519 


-88- 


OP 


6P 
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RL:'PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of .beta. -amino acid dipeptide derivs. as cell adhesion 
inhibitors) 

52-90-4, L-Cysteine, reactions 60-32-2, 6-Aminohexanoic acid 65-45 
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Salicylamide 75-36-5, Acetyl chloride 96-50-4, 2-Aminothiazole 
98-09-9, Phenylsulfonyl chloride 100-28-7, 4-Nitrophenyl isocyanate 
103-71-9, Phenyl isocyanate, reactions 103-82-2, Phenylacetic acid, 
reactions 104-03-0, 4-Nitrophenylacetic acid 117-34-0, Diphenylacetic 
acid 122-78-1, Phenylacetaldehyde 123-90-0, Thiomorpholine 124-40-3, 
Dimethylamine, reactions 124-63-0, Methanesulfonyl chloride 140-10-3, 
(E)-Cinnamic acid, reactions 141-82-2, Malonic acid, reactions 
150-13-0, 4-Aminobenzoic acid 156-38-7, 4-Hydroxyphenylacetic acid 
372-09-8, Cyanoacetic acid 459-57-4, 4-Fluorobenzaldehyde 500-22-1, 
3-Pyridinecarboxaldehyde 504-29-0, 2-Aminopyridine 581-96-4, 

2- Naphthylacetic acid 614-68-6, 2-Methylphenyl isocyanate 621-29-4, 

3- Methylphenyl isocyanate 624-83-9, Methyl isocyanate 643-28-7, 

2- Isopropylaniline 700-87-8, 2-Methoxyphenyl isocyanate 768-56-9, 

4- Phenyl-l-butene 771-50-6, Indole-3-cafboxylic acid 943-89-5 
1011-54-7 1121-60-4, 2-Pyridinecarboxaldehyde 118 9-71-5, 
Chlorosulfonyl isocyanate 1197-55-3, 4-Aminophenylacetic acid 
1571-08-0, Methyl 4-f ormylbenzoate 3173-53-3, Cyclohexyl isocyanate 
3320-86-3, 2-Nitrophenyl isocyanate 3392-09-4 3392-10-7 3397-35-1 
3886-69-9, (R) -. alpha . -Methylbenzylamine 5068-28-0 5081-36-7, 

3- Methoxy-4-nitrobenzoic acid 5292-21-7, Cyclohexylacetic acid 
5678-48-8 5856-77-9, 2, 2-Dimethylbutyryl chloride 6120-95-2, 
1-Phenyl-l-cyclopropanecarboxylic acid 6335-76-8 14338-36-4, 
3-Aminophenylacetic acid 14381-41-0 14381-42-1, 1-Indanecarboxylic 
acid 14737-89-4, (E) -3, 4-Dimethoxycinnamic acid 14898-52-3, 
Benzenepropanoic acid, . beta . -amino-, Methyl ester 15100-75-1, 
Phenylalanine tert-butyl ester hydrochloride 16013-85-7, 

2, 6-Dichloro-3-nitropyridine 16947-80-1 17570-26-2, 
(E) -3-Methoxycinnamic acid 17859-70-0 18496-54-3, 4-Phenylbutyryl 
chloride 18598-74-8, Isoleucine methyl ester hydrochloride 19686-73-8, 
l-Bromo-2-propanol 19947-39-8 26348-68-5 29668-44-8 30925-18-9 
34036-07-2, 3 , 4 -Dif luorobenzaldehyde 34404-36-9 35000-38-5, 
tert-Butoxycarbonylmethylenetriphenylphosphorane 35161-71-8, 
N-Methylpropargylamine 3848 9-76-8, (E) -3, 4-Methylenedioxycinnamic acid 
39552-81-3, Methyl p-aminophenylacetate 39931-77-6, Ethyl 
3-pyridylacetate 42726-73-8, tert-Butyl methyl malonate 60280-45-7 
67579-92-4, 3-Methoxy-4-nitrobenzoyl chloride 71510-77-5 88950-64-5, 
1- (tert-Butoxycarbonylamino) cyclopropanecarboxylic acid 128593-66-8 
136465-99-1 149193-92-0 174579-31-8 181517-97-5 181517-98-6 
181517-99-7 181518-00-3 181518-01-4 181518-02-5 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(prepn. of .beta. -amino acid dipeptide derivs. as cell adhesion 

inhibitors) 

IT 325-89-3P 3423-47-0P 3901-07-3P 5467-09-4P 6404-29-1P 
7042-36-6P, tert-Butyl (E) -cinnamate 30461-77-9P, Methyl 
(E) -3, 4-dimethoxycinnamate 30914-88-6P 38533-61-8P 38693-90-2P 
39658-45-2P 40851-91-0P 40918-96-5P, Methyl (E)-3,4- 
methylenedioxycinnamate 40918-98-7P 53484 -52-9P 56309-56-9P 
70232-19-8P " 70232-20-1P 73158-83-5P 74405-07-5P * 90323-26-5P 
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RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of . beta . -amino acid dipeptide derivs . as cell adhesion 

inhibitors) 
IT 181519-89-1P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(prepn. of . beta . -amino acid dipeptide derivs. as cell adhesion 

inhibitors) 
IT 136466-51-8 150525-67-0 187345-00-2 
187738-30-3 414 866-20-9 
RL: PRP (Properties) 

(unclaimed sequence; prepn. of dipeptide derivs. as cell adhesion 

inhibitors) 
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TI Method for the treatment of fibrosis using an antagonist of the integrin 

alpha-4 subunit 
IN Gotwals, Philip; Lobb, Roy R. 
PA Biogen, Inc. , USA 
SO PCT Int. Appl., 59 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K039-395 

ICS A61P011-00; A61P037-00 
CC 15-3 ( Immunochemistry) 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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AB Disclosed is a method of treating fibrosis in a human or animal subject. 
The method comprises administering to the subject an effective amt . of an 
antagonist, i.e. antibody, to VLA-4 integrin or fragment thereof. 

ST fibrosis integrin alpha4 VLA4 antibody fragment 

IT Integrins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(LPAM-1 (lymphocyte Peyer's patch high endothelial venule adhesion mol . 
1); integrin .alpha. 4 antibody or antagonist for treatment of fibrosis) 
IT Nucleic acids 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 



THIS 



gambel - 09 / 251073 



Page 



(anti-integrin .alpha. 4 antibody-encoding; integrin .alpha. 4 antibody 

or antagonist for treatment of fibrosis) 
IT Fusion proteins (chimeric proteins) 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(antibody; integrin .alpha. 4 antibody or antagonist for treatment of 

fibrosis) 
IT Body fluid 

(bronchoalveolar lavage fluid; integrin .alpha. 4 antibody or antagonist 
for treatment of fibrosis) 
IT Lung, disease 

(fibrosis; integrin .alpha. 4 antibody or antagonist for treatment of 
fibrosis ) 
IT Immunoglobulins 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(fragments; integrin .alpha. 4 antibody or antagonist for treatment of 
fibrosis ) 
IT Animal 

Fibrosis 
Leukocyte 

(integrin .alpha. 4 antibody or antagonist for treatment of fibrosis) 
IT Antibodies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(integrin .alpha. 4 antibody or antagonist for treatment of fibrosis) 
IT Ligands 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(integrin .alpha. 4; integrin .alpha. 4 antibody or antagonist for 
treatment of fibrosis) 
IT Antibodies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(monoclonal; integrin .alpha. 4 antibody or antagonist for treatment of 
fibrosis) 
IT Integrins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(.alpha. 4; integrin .alpha. 4 antibody or antagonist for treatment of 
fibrosis) 
IT Integrins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

( .alpha. 4 .beta. 1; integrin .alpha. 4 antibody or antagonist for 
treatment of fibrosis) 
IT 304678-50-0 

RL: PRP (Properties) 

(Unclaimed; method for the treatment of fibrosis using an antagonist of 
the integrin alpha-4 subunit) 
IT 136466-51-8 150525-67-0 187345-00-2 
_ . _ .RL: .PRP (Properties) 

(unclaimed sequence; method for the treatment of fibrosis using an 
antagonist of the integrin alpha-4 subunit) 
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Differential Induction of Gelatinase B (MMP-9) and Gelatinase A (MMP-2) in 
T Lymphocytes upon . alpha . 4 . beta . 1-Mediated Adhesion to VCAM-1 and the 
CS-1 Peptide of Fibronectin 

Yakubenko, Valentin P.; Lobb, Roy R. ; Plow, Edward F.; Ugarova, 
Tatiana P. 

Joseph J. Jacobs Center for Thrombosis and Vascular Biology, Department of 

Molecular Cardiology, Lerner Research Institute of the Cleveland Clinic 

Foundation, Cleveland, OH, 44195, USA 

Experimental Cell Research (2000), 260, 73-84 

CODEN: ECREAL; ISSN: 0014-4827 

Academic Press 

Journal 

English 

15-10 ( Immunochemistry) 

Integrin . alpha . 4 . beta . 1 on the surface of T lymphocytes interacts with 
vascular cell adhesion mol.-l (VCAM-1) and fibronectin during migration of 
lymphocytes from the blood to sites of inflammation. Migrating 
lymphocytes actively modify their environment through a no . of mechanisms 
including proteolysis of the extracellular matrix by matrix 
metalloproteinases (MMP) synthesized by the cells. In this study, 
expression of MMP upon . alpha. 4 .beta . 1-mediated adhesion of leukocytes to 
two major ligands, the IIICS-1 domain of fibronectin and VCAM-1, has been 
examd. Adhesion of T lymphoblastoid Jurkat cells to the CS-1 peptide 
induced expression of mRNA for two MMPs, gelatinase A (MMP-2) and 
gelatinase B (MMP-9). As evaluated by relative RT-PCR and Northern blot 
analyses, the level of mRNA was upregulated about 4- to 5-fold for both 
MMPs compared to control cells maintained in suspension. With time, both 
enzymes were detected in conditioned media and inside the cells, and their 
identities were verified by Western blotting and gelatin zymog. Adhesion 
of Jurkat cells to the second major . alpha . 4 . beta . 1 ligand, VCAM-1, 
upregulated mRNA for MMP-2 (3.5-fold) and failed to induce expression of 
mRNA for MMP-9. Accordingly, only MMP-2 protein was detected in 
conditioned media of cells adherent to VCAM-1. Occupancy of 
.alpha. 4 .beta. 1 on the surface of suspended cells with sol. CS-1 peptide 
or VCAM-1 did not upregulate synthesis and release of MMPs. A similar 
pattern of induction of MMPs after adhesion to CS-1 and VCAM-1 was obsd. 
in T lymphocytes isolated from human blood. These results demonstrate 
that adhesion of T lymphocytes through . alpha . 4 . beta . 1 to different 
ligands, which bind to similar or overlapping sites in the integrin, 
induces intracellular events leading to distinct patterns of MMPs 
biosynthesis. (c) 2000 Academic Press. 

T lymphocyte adhesion integrin VCAM fibronectin gelatinase 
Cell adhesion molecules 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 

(Biological study); PROC (Process) 

(VCAM-1; differential induction of gelatinase B (MMP-9) and gelatinase 
A (MMP-2) in T lymphocytes upon . alpha . 4 . beta . 1-mediated adhesion to 
VCAM-1 and CS-1 peptide of fibronectin) 

T cell (lymphocyte) 

(adhesion; differential induction of gelatinase B (MMP-9) and 
gelatinase A (MMP-2) in T lymphocytes upon . alpha . 4 . beta . 1-mediated 
adhesion to VCAM-1 and CS-1 peptide of fibronectin) 

Inflammation 

Signal transduction, biological 

(differential induction of gelatinase B (MMP-9) and gelatinase A 
(MMP-2) in T lymphocytes upon . alpha . 4 . beta . 1-mediated adhesion to 
VCAM-1 and CS-1 peptide of fibronectin) 

mRNA 
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RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified); BIOL (Biological study); OCCU (Occurrence); PROC 
(Process) 

(differential induction of gelatinase B (MMP-9) and gelatinase A 
(MMP-2) in T lymphocytes upon . alpha . 4 . beta . 1-mediated adhesion to 
VCAM-1 and CS-1 peptide of fibronectin) 
IT Fibronectins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(differential induction of gelatinase B (MMP-9) and gelatinase A 
(MMP-2) in T lymphocytes upon . alpha . 4 . beta . 1-mediated adhesion to 
VCAM-1 and CS-1 peptide of fibronectin) 
IT Integrins 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(. alpha . 4 .beta . 1 ; differential induction of gelatinase B (MMP-9) and 
gelatinase A (MMP-2) in T lymphocytes upon . alpha . 4 . beta . 1-mediated 
adhesion to VCAM-1 and CS-1 peptide of fibronectin) 
IT 107978-77-8 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(differential induction of gelatinase B (MMP-9) and gelatinase A 
(MMP-2) in T lymphocytes upon . alpha . 4 . beta . 1-mediated adhesion to 
VCAM-1 and CS-1 peptide of fibronectin) 
IT 146480-35-5, Gelatinase A 146480-36-6, Gelatinase B 

RL: BSU (Biological study, unclassified); MFM (Metabolic formation); BIOL 
(Biological study); FORM (Formation, nonpreparative ) 

(differential induction of gelatinase B (MMP-9) and gelatinase A 
(MMP-2) in T lymphocytes upon . alpha . 4 . beta . 1-mediated adhesion to 
VCAM-1 and CS-1 peptide of fibronectin) 
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TI Comparative genomes of Chlamydia pneumoniae and C. trachomatis 

AU Kalman, Sue; Mitchell, Wayne; Marathe, Rekha; Lammel, Claudia; Fan, Jun; 

Hyman, Richard W. ; Olinger, Lynn; Grimwood, Jane; Davis, Ronald W.; 

Stephens, Richard S. 
CS Stanford DNA Sequencing and Technology, Center, Stanford University, 

Stanford, CA, 94305, USA 
SO Nature Genetics (1999), 21(4), 385-389 

CODER: N GEN EC; . ISSN: 1061-4036. 

PB Nature America 
DT Journal 
LA English 

CC 3-3 (Biochemical Genetics) 

Section cross-reference ( s ) : 6, 7, 10 

AB Chlamydia are obligate intracellular eubacteria that are phylogenetically 
sepd. from other bacterial divisions. C. trachomatis and C. pneumoniae 
are both pathogens of humans but differ in their tissue tropism and 
spectrum of diseases. C. pneumoniae is a newly recognized species of 
Chlamydia that is a natural pathogen of humans, and causes pneumonia and 
bronchitis. In the United States, approx. 10% of pneumonia cases and 5% 
of bronchitis cases are attributed to C. pneumoniae infection. Chronic 
disease may -result following respiratory-acquired infection, such as 
reactive airway disease, adult-onset asthma and potentially lung 
cancer. In addn., C. pneumoniae infection has been assocd. with 
atherosclerosis. C. trachomatis infection causes trachoma, an ocular 



THIS 



NK 



<USP70) 



gambel - 09 / 251073 



Page 28 



infection that leads to blindness, and sexually transmitted diseases such 
as pelvic inflammatory disease, chronic pelvic pain, ectopic pregnancy and 
epididymitis. Although relatively little is known about C. trachomatis 
biol., even less is known concerning C. pneumoniae. Comparison of the C. 
pneumoniae genome with the C. trachomatis genome will provide an 
understanding of the common biol. processes required for infection and 
survival in mammalian cells. Genomic differences are implicated in the 
unique properties that differentiate the two species in disease spectrum. 
Anal, of the 1, 230, 230-nt C. pneumoniae genome revealed 214 protein-coding 
sequences not found in C. trachomatis, most without homologues to other 
known sequences. Prominent comparative findings include expansion of a 
novel family of 21 sequence-variant outer-membrane proteins, conservation 
of a type-Ill secretion virulence system, three serine/threonine protein 
kinases and a pair of parologous phospholipase-D-like proteins, addnl. 
purine and biotin biosynthetic capability, a homolog for arom. amino acid 
(tryptophan) hydroxylase and the loss of tryptophan biosynthesis genes. 

ST sequence Chlamydia pneumoniae genome; species difference Chlamydia 
trachomatis pneumoniae genome sequence comparison 

IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(Pmp (polymorphic membrane protein); comparative genomes of Chlamydia 
pneumoniae and C. trachomatis) 

IT Chlamydia trachomatis 
Genome 

(comparative genomes of Chlamydia pneumoniae and C. trachomatis) 
IT Chlamydia pneumoniae 

(genomic sequence of; comparative genomes of Chlamydia pneumoniae and 
C. trachomatis) 
IT DNA sequences 

Protein sequences 

(of Chlamydia pneumoniae) 
IT Gene, microbial 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); OCCU (Occurrence) 

(pmp; comparative genomes of Chlamydia pneumoniae and C. trachomatis) 
IT 75432-95-0, Arom. amino acid oxidase 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); OCCU (Occurrence) 

(C. pneumoniae gene for; comparative genomes of Chlamydia pneumoniae 
and C. trachomatis) 

IT 13594 6-71-3, Protein MOMP (Chlamydia pneumoniae strain IOL-207 precursor 
reduced) 136363-37-6, Protein (Chlamydia pneumoniae clone pLC3 
71.5-kilodalton reduced) 145170-64-5, Chaperonin 10 (Chlamydia 
pneumoniae strain AR-39 gene groES) 172279-76-4 172313-16-5 
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pneumoniae gene ywlC) 223701-59-5 223701-60-8 223701-61-9 
223701-62-0, Protein (Chlamydia pneumoniae gene phnP) 223701-63-1 
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RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(amino acid sequence; comparative genomes of Chlamydia pneumoniae and 
C. trachomatis) 
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RL: BSD 


(Biological 


study, 


unclassif ied) 


; PRP (Properties) ; BIOL 





(Biological study) 

(amino acid sequence; comparative genomes of Chlamydia pneumoniae and 
C. trachomatis) 
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RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(nucleotide sequence; comparative genomes of Chlamydia pneumoniae and 

C. trachomatis) 

RE.CNT 23 THERE ARE 23 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Altschul, S; Nucleic Acids Res 1997, V25, P3389 HCAPLUS 

(2) Campbell, L; J Clin Microbiol 1987, V25, P1911 HCAPLUS 

(3) Emre, U; J Infect Dis 1995, V172, P265 MEDLINE 

(4) Fong, I; J Clin Microbiol 1997, V35, P48 MEDLINE 

(5) Grayston, J; Int J Syst Bacteriol 1989, V39, P88 

(6) Hahn, D; Epidemiol Infect 1996, V117, P513 MEDLINE 

(7) Kuo, C; Arterioscler Thromb 1993, V13, P1501 MEDLINE 

(8) Kuo, C; Clin Microbiol Rev 1995, V8, P451 MEDLINE 

(9) Kuo, C; J Infect Dis 1993, V167, P841 MEDLINE 

(10) Kuo, C; Proc Natl Acad Sci USA 1995, V92, P6911 HCAPLUS 

(11) Laurila, A; Int J Cancer 1997, V74, P31 MEDLINE 

(12) Longbottom, D; FEMS Microbiol Lett 1998, V164, Pill HCAPLUS 

(13) Mitchell, W; Proceedings of the Ninth International Symposium on Human 
Chlamydial Infection 1998, P543 

(14) Mlot, C; Science 1996, V272, P1422 HCAPLUS 

(15) Muhlestein, J; J Am Coll Cardiol 1996, V27, P1555 MEDLINE 

(16) Rasmussen, S; J Clin Invest 1997, V99, P77 HCAPLUS 

(17) Rockey, D; Infect Immun 1994, V62, P106 HCAPLUS 

(18) Rockey, D; Mol Microbiol 1995, V15, P617 HCAPLUS 

(19) Salzberg/ S; Nucleic Acids Res 1997, V26, P544 

(20) Schachter, J; West J Med 1990, V153, P523 MEDLINE 

(21) Stephens, R; Infect Agents Dis 1992, VI, P279 MEDLINE 

(22) Stephens, R; Science 1998, V282, P754 HCAPLUS 

(23) Thompson, J; Nucleic Acids Res 1994, V22, P4673 HCAPLUS 



=> sel hit rn 144 

Ell THROUGH E16 ASSIGNED 

=> fil reg 

FILE 1 REGISTRY 1 ENTERED AT 08:27:17 ON 10 JUN 2002 

USE IS" SUBJECT TO "THE TERMS" OF YOUR STN CUSTOMER AGREEMENT." 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2002 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 7 JUN 2002 HIGHEST RN 427375-75-5 
DICTIONARY FILE UPDATES: 7 JUN 2002 HIGHEST RN 427375-75-5 

TSCA INFORMATION NOW CURRENT THROUGH January 7, 2002 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
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Registry File, for complete details: 

http : //www . cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 

=> d sqide can tot 

L56 ANSWER 1 OF 4 REGISTRY COPYRIGHT 2002 ACS 
RN 223737-50-6 REGISTRY 

CN L-Lysine, L-rnethionyl-L- . alpha . -aspartyl-L-leucyl-L-glutaminyl-L-alanyl-L- 
phenylalanyl-L- . alpha . -glutamyl-L-isoleucyl-L-leucyl-L- . alpha . -aspartyl-L- 
valyl-L-glutaminylglycyl-L-methionyl-L-leucyl-L-threonyl-L- . alpha . - 
aspartyl-L-glutaminyl-L-arginyl-L-lysyl-L-histidyl-L-isoleucyl-L- 
glutaminyl-L-methionyl-L-leucyl-L-histidyl-L-lysyl-L-histidyl-L- 
asparaginyl-L-seryl-L-isoleucyl-L- . alpha . -glutamyl-L-isoleucyl-L- 
phenylalanyl-L-leucyl-L-seryl-L-asparaginyl-L-methionyl-L-valyl-L-valyl-L- 
. alpha . -glutamyl-L-valyl-L-lysyl-L-leucyl-L-phenylalanyl-L-phenylalanyl-L- 
lysyl-L-threonyl-L-leucyl- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN GenBank AE001651-derived protein GI 4376987 

CN GenBank AP002547-derived protein GI 8979057 

CN Protein (Chlamydia pneumoniae gene CPn0685) 

CN Protein (Chlamydia pneumoniae strain J138 gene CPj0685) 

FS PROTEIN SEQUENCE 

SQL 50 

SEQ 1 MDLQAFEILD VQGMLTDQRK HIQMLHKHNS IEIFLSNMVV EVKLFFKTLK 

HITS AT: 7-11 

MF C270 H436 N70 073 S4 

CI MAN 

SR CA 

LC STN Files: CA, CAPLUS 

2 REFERENCES IN FILE CA (1967 TO DATE)' 

2 REFERENCES IN FILE CAPLUS (1967 TO DATE) 

REFERENCE 1: 134:2324 63 

REFERENCE 2: 130:3214 65 

L56 ANSWER 2 OF 4 REGISTRY COPYRIGHT 2002 ACS 
RN 223710-22-3 REGISTRY 

CN Synthetase/ methionyl-transf er ribonucleate (Chlamydia pneumoniae gene 

metG) (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN GenBank AE001598-derived protein GI 4376385 

CN Methionyl-tRNA synthetase (Chlamydia pneumoniae gene metG) 

FS PROTEIN SEQUENCE 

SQL 551 



SEQ 1 MPQKVLITSA LPYANGPLHF GHIAGVYLPA DVYARFRRLL GDDVLYICGS 

51 DEFGIAITLN ADREGLGYQE YVDMYHKLHK DTFEKLGFAL DFFSRTTNPF 
101 HAELVQDFYS QLKASGLIEN RISEQLYSEQ EQRFLADRYV EGTCPRCGFD 
151 HARGDECQSC GADYEAIDLI GPKSKISGVE LVKKETEHSY FLLDRMKDAL 
201 LSFIQGCYLP DHVRKFVVDY IEHVRSRAIT RDLSWGIPVP DFPGKVFYVW 
251 FDAPIGYISG TMEWAASQGN PDEWKRFWLE DGVEYVQFIG KDNLPFHSVV 
301 FPAMELGQKL DYKKVDALVV SEFYLLEGRQ FSKSEGNYVD MDKFLSSYSL 
351 DKLRYVLAAT APETSDSEFT FLDFKTRCNS ELVGKFGNFI NRVLAFAEKN 
4 01 HYDKLSYHSV VLEDSDRAFL EEARQLVRDA EKCYREYSLR KATSVIMSLA 
451 ALGNVYFNQQ APWKLLKEGT RERVEAILFC ACYCQKLLAL ISYPIIPESA 
501 VAIWEMISPK SLENCNLDTM YARDLWKEEI LDVINEEFHL KSPRLLFTTV 



551 E 
HITS AT: 529-533 
MF Unspecified 
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CI 
SR 
LC 



MAN 
CA 

STN Files: 



CA, CAPLUS 
1 REFERENCES IN FILE CA (1967 TO DATE) 
1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 1: 130:3214 65 

L56 ANSWER 3 OF 4 REGISTRY COPYRIGHT 2002 ACS 
RN 136466-51-8 REGISTRY 

CN L-Threonine, L- . alpha . -glutamyl-L-isoleucyl-L-leucyl-L- . alpha . -aspartyl-L- 

valyl-L-prolyl-L-seryl- (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN L-Threonine, N- [N- [1- [N- [N- [N- (N-L- . alpha . -glutamyl-L-isoleucyl ) -L-leucyl ] - 

L-. alpha. -aspartyl] -L-valyl] -L-prolyl] -L-seryl]- 
OTHER NAMES: 

CN 1: PN: US6376538 SEQID: 1 unclaimed sequence 

CN 1: PN: WO0064474 PAGE: 19 unclaimed sequence 

CN 24: PN: WO0004941 PAGE: 32 claimed sequence 

CN 458: PN: WO0069900 SEQID: 1143 unclaimed sequence 

CN 47: PN: US6051429 SEQID: 48 unclaimed sequence 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 8 

SEQ 1 EILDVPST 



HITS AT: 1-5 

MF C38 H64 N8 015 

CI COM 

SR CA 

LC STN Files: CA, CAPLUS, CHEMCATS, TOXCENTER, USPATFULL 
Absolute stereochemistry. 



Me 



O 





17 REFERENCES IN FILE CA (1967 TO DATE) 

2 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
17 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 1: 136:336176 
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REFERENCE 


z : 


1 Jo 




REFERENCE 


.i : 


J.J4 


Ol /IOC 


REFERENCE 


4 : 






REFERENCE 


b : 


1 J 3 


001 * ft ft 

14 y u 


REFERENCE 


6 : 


132 


o n a c ft n 

289590 


REFERENCE 


7: 


132 


142003 


REFERENCE 


8: 


131 


175085 


REFERENCE 


9: 


131 


175083 


REFERENCE 


10: 


130 


48275 



L56 ANSWER 4 OF 4 REGISTRY COPYRIGHT 2002 ACS 
RN 107978-77-8 REGISTRY 

CN L-Threonine, L- . alpha . -aspartyl-L- . alpha . -glutamyl-L-leucyl-L-prolyl-L- 
glutaminyl-L-leucyl-L-valyl-L-threonyl-L-leucyl-L-prolyl-L-histidyl-L- 
prolyl-L-asparaginyl-L-leucyl-L-histidylglycyl-L-prolyl-L- . alpha . -glutamyl- 
L-isoleucyl-L-leucyl-L- . alpha . -aspartyl-L- valyl-L-prolyl-L-seryl- ( 9CI ) 
(CA INDEX NAME) 

OTHER NAMES: 

CN 15: PN: US6013628 SEQID: 15 claimed protein 
CN 37: PN: US6051429 SEQID: 17 unclaimed sequence 
CN 3: PN: US20020012942 SEQID: 3 claimed protein 
CN 3: PN: WO0187071 SEQID: 4 unclaimed sequence 
CN 4: PN: US20020012942 SEQID: 4 claimed protein 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 25 

SEQ 1 DELPQLVTLP HPNLHGPEIL DVPST 

HITS AT: • 18-22 

MF C123 H195 N31 039 

SR CA 

LC STN Files: CA, CANCERLIT, CAPLUS, CHEMCATS, MEDLINE, TOXCENTER, 
USPATFULL 

Absolute stereochemistry . 
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PAGE 1-B 




PAGE 1-C 



H2N. 



i-Bu 



i-Pr 




H H 



i-Bu 




HO Me 



THIS PAGE BLAN$ (usrto) 



gambel - 09 / 251073 Page 38 

PAGE 1-D 




32 REFERENCES IN FILE CA (1967 TO DATE) 

3 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
32 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



REFERENCE 


1: 


136 


336176 


REFERENCE 


2: 


136 


145279 


REFERENCE 


3: 


135 


366749 


REFERENCE 


4 : 


134 


4000 


REFERENCE 


5: 


133 


261094 


REFERENCE 


6: 


132 


289590 


REFERENCE 


7: 


132 


88194 


REFERENCE 


8: 


131 


175085 


REFERENCE 


9: 


131 


175083 


REFERENCE 


10: 


131 


125484 



=> fil uspatall 

FILE 1 USPATFULL 1 ENTERED AT 08:27:50 ON 10 JUN 2002 

CA INDEXING COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 1 US PAT 2 ' . ENTERED AT 08:27:50 ON 10 JUN 2002 

CA INDEXING COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS)" 



=> d bib abs hitrn tot 150 

L50 ANSWER 1 OF 13 USPATFULL 
AN 2002:88519 USPATFULL 

TI Cell adhesion inhibitors 

IN Adams, Steven P., Andover, MA, United States 

Lin, Ko-Chung, Lexington, MA, United States 
Lee, Wen-Cherng, Lexington, MA, United States 
Castro, Alfredo C, Woburn, MA, United States 
Zimmerman, Craig N . , Somerville, MA, United States 
Hammond, Charles E., Burlington, MA, United States 
Liao, Yu-Sheng, Lexington, MA, United States 
Cuervo, Julio Hernan, Arlington, MA, United States 
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Singh, Juswinder, Maiden, MA, United States 
PA Biogen, Inc., Cambridge, MA, United States (U.S. corporation) 
PI US 6376538 Bl 20020423 

WO 9622966 19960801 
AI US 1997-875321 19970919 (8) 

WO 1996-US1349 19960118 

19970919 PCT 371 date 
RLI Continuation-in-part of Ser. No. US 1995-376372, filed on 23 Jan 1995, 

now patented, Pat. No. US 6306840 
DT Utility 
FS GRANTED 

EXNAM Primary Examiner: Aulakh, Charanjit S. 
LREP Fish & Richardson P.C. 
CLMN Number of Claims: 56 
ECL Exemplary Claim: 1 

DRWN 0 Drawing Figure (s); 0 Drawing Page(s) 
LN.CNT 4 655 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel compounds that are useful for 

inhibition and prevention of cell adhesion and cell adhesion-mediated 
pathologies. This invention also relates to pharmaceutical formulations 
comprising these compounds and methods of using them for inhibition and 
prevention of cell adhesion and cell adhesion-mediated pathologies. The 
compounds and pharmaceutical compositions of this invention can be used 
as therapeutic or prophylactic agents. They are particularly well-suited 
for treatment of many inflammatory and autoimmune diseases. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 136466-51-8 150525-67-0 187738-30-3 

(unclaimed sequence; prepn. of dipeptide derivs. as cell adhesion 
inhibitors) 

L50 ANSWER 2 OF 13 USPATFULL 
AN 2002:84902 USPATFULL 

TI Nucleic acids, proteins and antibodies 

IN Rosen, Craig A., Laytonsville, MD, UNITED STATES 

Ruben, Steven M . , Olney, MD, UNITED STATES 
PI US 2002044941 AI 20020418 

AI US 2001-925302 AI 20010810 (9) 

RLI Continuation-in-part of Ser. No. WO 2000-US5918, filed on 8 Mar 2000, 
UNKNOWN 

PRAI US 1999-124270P 19990312 (60) 

DT ' Utility 

FS APPLICATION 

LREP HUMAN GENOME SCIENCES INC, 9410 KEY WEST AVENUE, ROCKVILLE, MD, 20850 
CLMN Number of Claims: 23 
- ECL _ _ Exemplary .Claim :_ 1 
DRWN No Drawings 
LN.CNT 21121 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB The present invention relates to novel lung cancer related 

polynucleotides, the polypeptides encoded by these polynucleotides 
herein collectively referred to as "lung cancer antigens, " and 
antibodies that immunospecif ically bind these polypeptides, and the use 
of such lung cancer polynucleotides, antigens, and antibodies for 
detecting, treating, preventing and/or prognosing disorders of the lung, 
including, but not limited to, the presence of lung cancer and lung 
cancer metastases. More specifically, isolated lung cancer nucleic acid 
molecules are provided encoding novel lung cancer polypeptides. Novel 
lung cancer polypeptides and antibodies that bind to these polypeptides 
are provided. Also provided are vectors, host cells, and recombinant and 
synthetic methods for producing human lung cancer polynucleotides, 
polypeptides, and/or antibodies. The invention further relates to 
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diagnostic and therapeutic methods useful for diagnosing, treating, 
preventing and/or prognosing disorders related to the lung, including 
lung cancer, and therapeutic methods for treating such disorders. The 
invention further relates to screening methods for identifying agonists 
and antagonists of polynucleotides and polypeptides of the invention. 
The invention further relates to methods and/or compositions for 
inhibiting or promoting the production and/or function of the 
polypeptides of the invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 409148-95-4P 

(amino acid sequence; human nucleic acids and their encoded proteins 
and antibodies assocd. with lung cancer) 

L50 ANSWER 3 OF 13 US PAT FULL 
AN 2002:78727 US PAT FULL 

TI INTEGRIN-TARGETING VECTORS HAVING TRANS FECT ION ACTIVITY 

IN HART, STEPHEN L. , LONDON, UNITED KINGDOM 

PI US 2002042384 Al 20020411 

AI US 1999-424656 Al 19991129 (9) 

WO 1998-GB1577 19980529 
PRAI GB 1997-11115 19970529 
DT Utility 
FS APPLICATION 

LREP NIXON & VANDERHYE, 1100 NORTH GLEBE ROAD, 8TH FLOOR, ARLINGTON, VA, 

222014714 
CLMN Number of Claims: 55 
ECL Exemplary Claim: 1 
DRWN 9 Drawing Page(s) 
LN.CNT 1527 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A complex that comprises (i) a nucleic acid, (ii) an integrin-binding 

component, for example, an integrin-binding peptide, (iii) a 
polycationic nucleic acid-binding component, for example, oligolysine, 
and (iv) a lipid component > for example, a cationic liposome, has 
transfection activity. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 216964-48-6 

(integrin-targeting vectors having transfection activity) 

L50 ANSWER 4 OF 13 USPATFULL 
AN 2001:93479 USPATFULL 

TI Cell adhesion inhibitors 

IN Lin-, Ko-Chung, Lexington, MA, United States 

Adams, Steven P., Andover, MA, United States 

.Castro, _ Alfredo C., Woburn, MA, United States 

Zimmerman, -Craig N., Somerville, MA, United States 

Cuervo, Julio Hernan, Cambridge, MA, United States 

Lee, Wen-Cherng, Lexington, MA, United States 

Hammond, Charles E., Burlington, MA, United States 

Carter, Mary Beth, Belmont, MA, United States 

Almquist, Ronald G . , Lexington, MA, United States 
PA Biogen,' Inc., Cambridge, MA, United States (U.S. corporation) 

PI US 6248713 Bl 20010619 

AI US 1995-498237 19950711 (8) 

DT Utility 
FS GRANTED 

EXNAM Primary Examiner: Celsa, Bennett 
LREP Fish& Richardson P.C. 
CLMN Number of Claims: 13 
ECL Exemplary Claim: 1 
DRWN No Drawings 
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LN.CNT 2501 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB The present invention relates to novel compounds that are useful for 

inhibition and prevention of cell adhesion and cell adhesion-mediated 
pathologies. This invention also relates to pharmaceutical formulations 
comprising these compounds and methods of using them for inhibition and 
prevention of cell adhesion and cell adhesion-mediated pathologies. The 
compounds and pharmaceutical compositions of this invention can be used 
as therapeutic or prophylactic agents. They are particularly well-suited 
for treatment of many inflammatory and autoimmune diseases. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

IT 187738-30-3DP, conjugate with bovine serum albumin 

(prepn. of peptide derivs. as cell adhesion inhibitors) 
IT 187738-30-3P 

(prepn. of peptide derivs. as cell adhesion inhibitors) 

L50 ANSWER 5 OF 13 USPATFULL 
AN 2001:79133 USPATFULL 

TI Cell adhesion inhibitors 

IN Lin, Ko-Chung, Lexington, MA, United States 

Adams, Steven P., Andover, MA, United States 

Castro, Alfredo C, Woburn, MA, United States 

Zimmerman, Craig N., Topsfield, MA, United States 

Cuervo, Julio Hernan, Arlington, MA, United States 

Lee, Wen-Cherng, Lexington, MA, United States 

Hammond, Charles E., Burlington, MA, United States 

Carter, Mary Beth, Belmont, MA, United States 

Almquist, Ronald G., Lexington, MA, United States 
PA Biogen, Inc., Cambridge, MA, United States (U.S. corporation) 

PI US 6239108 Bl 20010529 

WO 9703094 19970130 
AI US 1998-983391 19980810 (8) 

WO 1996-US11570 19960711 

19980810 PCT 371 date 
19980810 PCT 102(e) date 

DT Utility 
FS Granted 

EX NAM Primary Examiner: Davenport, Avis M. 

LREP Fish & Richardson P.C. 

CLMN Number of Claims: 4 9 

ECL Exemplary Claim: 1 

DRWN No Drawings 

LN.CNT 314 6 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel compounds that are useful for 

inhibition and prevention of cell adhesion and cell adhesion-mediated 
pathologies. This invention also relates to pharmaceutical formulations 
comprising these compounds and methods of using them for inhibition and 
prevention of cell adhesion and cell adhesion-mediated pathologies. The 
compounds and pharmaceutical compositions of this invention can be used 
as therapeutic or prophylactic agents. They are particularly well-suited 
for treatment of many inflammatory and autoimmune diseases. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

IT 187738-30-3DP, conjugate with bovine serum albumin 

(prepn. of peptide derivs. as cell adhesion inhibitors) 
IT 187738-30-3P 

(prepn. of peptide derivs. as cell adhesion inhibitors) 

L50 ANSWER 6 OF 13 USPATFULL 
AN 2000:98458 USPATFULL 

TI Compounds that inhibit the binding of integrins to their receptors 
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IN 



PA 



Scott, Ian L., Albany, NY, United States 
Raju, Bore G., Fremont, CA, United States 
Biediger, Ronald J., Houston, TX, United States 
Grabbe, Vanessa 0., Sugar Land, TX, United States 
Kassir, Jamal, Houston, TX, United States 
Keller, Karin M., Houston, TX, United States 

Kogan, deceased, Timothy P., late of Sugar Land, TX, United States by 

Patricia Woodard Kogan, executrix 

Lin, Shuqun, Huntingdon Valley, PA, United States 

Market, Robert V., Pearland, TX, United States 

Inc., Houston, TX, United States (U.S. 



20000801 
19990415 
19980416 (60) 



(9) 



Texas Biotechnology Corporation, 
corporation) 
PI US 6096773 

AI US 1999-292459 

PRAI US 1998-82019P 
DT Utility 
FS Granted 
EXNAM Primary Examiner 
A. 

LREP Rockey, Milnamow 
CLMN Number of Claims 
ECL Exemplary Claim: 
DRWN No Drawings 
LN.CNT 14 69 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



: McKane, Joseph K. ; Assistant Examiner: Solola, Taofiq 

& Katz, Ltd. 
: 10 
1 



. alpha . . sub . 4 . beta . . sub . 
(vascular cell adhesion 



AB A method for the inhibition of the binding of 

integrin to its receptors, for example VCAM-1 
molecule-1) and fibronectin; compounds that inhibit this binding; 
pharmaceutically active compositions comprising such compounds; and the 
use of such compounds either as above, or in formulations for the 
control or prevention of diseases states in which . alpha . . sub . 4 
.beta.. sub. 1 is involved. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 247094-59-3 

(ovalbumin conjugates; compds. that inhibit binding of integrins to 
receptors such as VCAM-1 and fibronectin) 



L50 

AN 

TI 

IN 

PA 

PI 

AI 



PRAI 



DT 
FS 

EXNAM 
LREP 
CLMN 
ECL 
DRWN 



ANSWER 7 OF 13 US PAT FULL 
2000:27952 USPATFULL 
Fibronectin adhesion inhibitors 

Dutta, Anand Swaroop, Macclesfield, United Kingdom 

Zeneca Limited, London, United Kingdom (non-U. S. corporation) 



US 6034056 

WO 9620216 19960704 

US 1997-860248 

WO 1995-GB2992 - - 



20000307 

19970624 
19951221 
19970624 
19970624 

19941224 

19950324 

19950707 



(8) 

PCT 371 date 
PCT 102 (e)' date 



GB 1994-26254 
GB 1995-5905 
GB 1995-13904 
Utility 
Granted 

Primary Examiner: Tsang, Cecilia J. 

Phillsbury Madison & Sutro, LLPIntellectual Property Group 
Number of Claims: 12 
Exemplary Claim: 1 
16 Drawing Figure (s) 



22 Drawing Page(s) 
LN.CNT 3750 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cyclic peptides of formula (1) : ##STR1## Wherein: AA1 is an L or D amino 

acid selected from lie and Leu or amino acid analogue thereof; AA2 is an 
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L amino acid selected from Leu or amino acids analogue thereof; AA3 is 
an L amino acid selected from Asp or amino acid analogue thereof 
containing a carboxy group in its side chain; AA4 is an L amino acid 
selected from Val or amino acid analogue thereof and; LINKER represents 
a linking moiety for linking N terminus of AA1 to C terminus of AA4 to 
form a cyclic peptide containing a heterocyclic ring having 17 to 30 
members. The cyclic peptides inhibit the interaction of vascular cell 
adhesion molecule-1 and fibronectin with integrin very late antigen 4 
and have therapeutic applications such as in rheumatoid arthritis or 
multiple sclerosis. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 180575-30-8P 180575-31-9P 180575-32-0P 
180575-33-1P 

{prepn. of cyclopeptide fibronectin adhesion inhibitors for treatment 
of rheumatoid arthritis and multiple sclerosis) 

L50 ANSWER 8 OF 13 USPATFULL 

AN 1999:163664 USPATFULL 

TI Inhibitors of leukocyte adhesion 

IN Thorsett, Eugene D., Moss Beach, CA, United States 

Yednock, Theodore A., Fairfax, CA, United States 

Pleiss, Michael A., Fremont, CA, United States 
PA Elan Pharmaceuticals, Inc., South San Francisco, CA, United States (U.S. 

corporation) 
PI US 6001809 19991214 

AI US 1995-467580 19950606 (8) 

RLI Continuation-in-part of Ser. No. US 1994-273055, filed on 11 Jul 1994, 

now abandoned 
DT Utility 
FS Granted 

EXNAM Primary Examiner: Tsang, Cecilia J.; Assistant Examiner: 

Delacroix-Muirheid, C. 
LREP Stratford, Carol A., Duvall, Jean M.Burns, Doane, Swecker & Mathis, LLP 
CLMN Number of Claims: 13 
ECL Exemplary Claim: 1 

DRWN 2 Drawing Figure (s); 1 Drawing Page(s) 
LN.CNT 2132 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides peptides which block cellular adhesion mediated 

by VLA-4 . The peptides can be used to treat a number of inflammatory 
diseases, in particular, inflammatory brain disorders. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 174962-82-4 174962-83-5 

(anti-inflammatory peptide inhibitors of leukocyte adhesion mediated by 
. VLA-4) 

L50 ANSWER 9 OF 13 USPATFULL 
AN 1999:92778 USPATFULL 

TI CS-1 peptidomimetics, compositions and methods of using the same 

IN Arrhenius, Thomas S., San Diego, CA, United States 

Elices, Mariano J., San Diego, CA, United States 

Gaeta, Federico C. A., Olivenhain, CA, United States 
PA Cytel Corporation, San Diego, CA, United States (U.S. corporation) 

PI US 5936065 19990810 

AI US 1995-462424 19950605 (8) 

RLI Continuation-in-part of Ser. No. US 1994-349024, filed on 2 Dec 1994, 
now abandoned which is a continuation-in-part of Ser. No. US 
1993-164101, filed on 6 Dec 1993, now abandoned 

DT Utility 

FS Granted 

EXNAM Primary Examiner: Tsang, Cecilia J.; Assistant Examiner: Lukton, David 
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LREP Campbell & Flores LLP 
CLMN Number of Claims: 2 
ECL Exemplary Claim: 1 

DRWN 8 Drawing Figure (s); 7 Drawing Page(s) 
LN.CNT 3625 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention contemplates a compound defined by the following 

formula: ##STR1## that inhibits the binding between the VLA-4 and the 
fibronectin CS-1 compound. Pharmaceutical compositions containing a 
contemplated compound and methods for treating immunoinf lammatory 
conditions using the compound- are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 126235-03-8 150525-67-0 236100-99-5 

236101-00-1 236101-01-2 236101-02-3 

236101-04-5 236101-05-6 

(fibronectin CS-1 peptidomimetics for inhibiting binding of CS-1 to 
VLA-4 and for treating immunoinf lammatory conditions) 

L50 ANSWER 10 OF 13 US PAT FULL 
AN 1999:19112 US PAT FULL 

TI Cyclic CS-1 peptidomimetics, compositions and methods of using same 

IN Arrhenius, Thomas S., San Diego, CA, United States 

Tempczyk, Anna, San Diego, CA, United States 

Elices, Mariano J. , San Diego, CA, United States 

Zheng, Zhong-Li, Lexington, MA, United States 
PA Cytel Corporation, San Diego, CA, United States (U.S. corporation) 

PI US 5869448 19990209 

AI US 1995-519109 19950825 (8) 

RLI Continuation-in-part of Ser. No. US 1995-483077, filed on 7 Jun 1995 

which is a continuation-in-part of Ser. No. US 1994-296241, filed on 25 
Aug 1994, now abandoned 

DT Utility 

FS Granted 

EXNAM Primary Examiner: Russel, Jeffrey E. 
LREP Campbell & Flores LLP 
CLMN Number of Claims: 23 
ECL Exemplary Claim: 1 

DRWN 1 Drawing Figure (s) ; 1 Drawing Page(s) 
LN.CNT 2088 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention contemplates a cyclic peptide that inhibits the 

binding between the VLA-4 receptor expressed on inflammatory leukocytes 
and the fibronectin CS-1 peptide expressed on endothelial cells that are 
involved in immunoinf lammatory disease states. Pharmaceutical 
compositions containing a contemplated cyclic peptide and processes for 
- treat-ing immunoinf lammatory conditions using a binding-inhibitory cyclic 
peptide are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 126235-03-8P 

(cyclic peptides inhibiting binding of VLA4 receptor and fibronectin 
CS-1 peptide, compns . , and methods of treatment of immunoinf lammatory 
conditions ) 
IT 107978-77-8 

(cyclic peptides inhibiting binding of VLA4 receptor and fibronectin 
CS-1 peptide, compns., and methods of treatment of immunoinf lammatory 
conditions ) 

L50 ANSWER 11 OF 13 US PAT FULL 

AN 1998:115706 US PAT FULL 

TI Cyclic CS-1 peptidomimetics, compositions and methods of using same 

IN Arrhenius, Thomas S., San Diego, CA, United States 
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Elices, Mariano J., San Diego, CA, United States 

Tempczyk, Anna, San Diego, CA, United States 

Zheng, Zhong-Li, Lexington, MA, United States 
PA Cytel Corporation, San Diego, CA, United States (U.S. corporation) 
PI US 5811391 19980922 

AI US 1995-483077 19950607 (8) 

RLI Continuation-in-part of Ser. No. US 1994-296241, filed on 25 Aug 1994, 

now abandoned 
DT Utility 
FS Granted 

EXNAM Primary Examiner: Russel, Jeffrey E. 
LREP Campbell & Flores LLP 
CLMN Number of Claims: 27 
ECL Exemplary Claim: 1 

DRWN 1 Drawing Figure (s); 1 Drawing Page(s) 
LN.CNT 1919 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention contemplates a cyclic peptide that inhibits the 

binding between the VLA-4 receptor expressed on inflammatory leukocytes 
and the fibronectin CS-1 peptide expressed on endothelial cells that are 
involved in immunoinf lammatory disease states. Pharmaceutical 
compositions containing a contemplated cyclic peptide and processes for 
treating immunoinf lammatory conditions using a binding-inhibitory cyclic 
peptide are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 126235-03-8P 

(prepn. of cyclic CS-1 peptidomimetics and their compns.) 

L50 ANSWER 12 OF 13 US PAT FULL 
AN 1998:30693 US PAT FULL 

TI Inhibition of lymphocyte adherence with . alpha . 4 . beta . 1-specific 

antibodies 

IN Wayner, Elizabeth A., St. Paul, MN, United States 

PA Fred Hutchinson Cancer Research Center, Seattle, WA, United States (U.S. 

corporation) 
PI US 5730978 19980324 

AI US 1994-338282 19941114 (8) 

RLI Continuation of Ser. No. US 1991-814873, filed on 24 Dec 1991, now 

abandoned which is a continuation-in-part of Ser. No. US 1989-402389, 
filed on 1 Sep 1989, now abandoned 

DT Utility 

FS Granted 

EXNAM Primary Examiner: Feisee, Lila; Assistant Examiner: Gambel,, Phillip 
LREP Townsend and Townsend and Crew LLP 
CLMN Number of Claims: 9 
ECL Exemplary Claim:..: 1. 

DRWN 31 Drawing Figure(s); 17 Drawing Page(s) 
LN.CNT 2876 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a method for inhibiting the adhesion of 

one cell to another comprising interfering with the interaction between 
the extracellular matrix receptor and its ligand. 

The invention is based upon the discovery that the . alpha . 4 . beta . 1 
extracellular matrix receptor promotes adhesion of lymphocytes to 
endothelial cells via attachment to a defined peptide sequence. Prior to 
the present invention, the ligand of the . alpha . 4 . beta . 1 receptor had 
not been identified, nor had the function of the . alpha. 4 . beta . 1 
receptor in lymphocyte attachment been known. By preventing the 
interaction between the . alpha . 4 . beta . 1 receptor and its ligands using 
antibodies or defined peptide sequences, the present invention enables, 
for the first time, specific intervention in the migration of 
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lymphocytes through the vascular endothelium and into tissues. The 
present invention, therefore, has particular clinical utility in 
suppression of the immune response; in various specific embodiments of 
the invention, the adherence of lymphocytes to endothelium may be 
inhibited systemically, or may, alternatively, be localized to 
particular tissues or circumscribed areas. Accordingly, the present 
invention provides for treatment of diseases involving autoimmune 
responses as well as other chronic or relapsing activations of the 
immune system, including allergy, asthma, and chronic 
inflammatory skin conditions. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 136466-51-8 

(binding of, or fragment or homologous sequence of, to . alpha . 4 . beta . 1 
extracellular matrix receptor for inhibition of lymphocyte adhesion to 
endothelial cell) 
IT 126235-03-8 128701-34-8 

(f ibronectin-derived peptide, effect of, on lymphocyte adhesion to 
endothelial cell, . alpha . 4 . beta . 1 extracellular matrix receptor in 
relation to) 

L50 ANSWER 13 OF 13 US PAT FULL 
AN 96:34108 USPATFULL 

TI Process to inhibit binding of the integrin . alpha . . sub . 4 62 .sub.l to 

VCAM-1 or fibronectin and linear peptides therefor. 
IN Kogan, Timothy P., Sugar Land, TX, United States 

Ren, Kaijun, Sugar Land, TX, United States 

Vanderslice, Peter, Houston, TX, United States 

Beck, Pamela J., Houston, TX, United States 
PA Texas Biotechnology Corporation, Houston, TX, United States (U.S. 

corporation) 
PI US 5510332 19960423 

AI US 1994-271830 19940707 (8) 

DT Utility 
FS Granted 

EXNAM Primary Examiner: Chan, Christina Y.; Assistant Examiner: Prickril, 
Benet 

LREP Dressier, Goldsmith, Shore & Milnamow, Ltd. 
CLMN Number of Claims: 15 
ECL Exemplary Claim: 1,5 
DRWN No Drawings 
LN.CNT 1344 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to an isolated and purified peptide 

comprising the LDV domain of the CSI peptide sequence or single amino 
acid substitutent analog thereof. A preferred peptide has the amino aci 
-- residue .sequences shown in SEQ ID NOs:8-14, 17-23, 25, 28, and 51. The 
present invention is further directed to a process of" inhibiting the 
binding of . alpha sub. 4 .beta.. sub.l integrin to a protein such as 
VCAM-1 or fibronectin comprising exposing a cell that expresses 
. alpha. . sub. 4 .beta.. sub.l integrin to the protein in the presence of a 
effective inhibiting amount of such a peptide. The present invention is 
still further directed to a pharmaceutical composition comprising a 
peptide of SEQ ID NO: 8-102. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 159680-18-9DP, conjugates with polyethylene glycol 
176955-06-9DP, conjugates with polyethylene glycol 

(inhibition of binding of integrin . alpha . 4 .beta . 1 to VCAM-1 or 
fibronectin with fibronectin CSI domain peptide analog inhibitors) 



=> d his 
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(FILE 1 HOME 1 ENTERED AT 08:01:33 ON 10 JUN 2002) 
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L33 3 S L12 AND HYPERSENSITIV? 

L34 3 S L12 AND 7ALLERG? 

L35 5 S L33,L34 

L36 1 S L35 AND L32 

L37 4 S L35 NOT L32 

L38 24 S L32,L36 

L39 5 S L38 AND (PY<=1993 OR PRY<=1993 OR AY<=1993) 

L40 1 S L39 AND L13,L18 

L41 19 S-L38 NOT L39 

SEL DN 18 

L42 1 S El AND L4 1 

L43 2 S L40,L42 

L44 4 S L11,L20 NOT L43 

SEL HIT RN L43 

FILE 'REGISTRY' ENTERED AT 08:23:14 ON 10 JUN 2002 

L45 9 S E2-E10 

L46 9 S L45 AND L1-L3 

FILE 1 USPATFULL/ US PAT 2 ' ENTERED AT 08:23:49 ON 10 JUN 2002 

L47 53 S L1,L3 

L48 13 S L47 AND ? ASTHMA? 

L4 9 I S L4 7 AND (ASTHMA? OR ANTIASTHMA? ) /CT 

L50 13 S L48,L49 

L51 0 S L50 AND (PY<=1993 OR PRY<=1993) 

L52 4 S L47 AND (PY<-1993 OR PRY<=1993) 

L53 27 S L47 AND (BRONCH? OR LUNG? OR PULMONARY? OR RESPIRATION? OR RE 

L54 0 S L52 AND L53 

FILE 'HCAPLUS' ENTERED AT 08:26:10 ON 10 JUN 2002 

FILE 1 REGISTRY 1 ENTERED AT 08:26:18 ON 10 JUN 2002 

FILE 'HCAPLUS' ENTERED AT 08:26:38 ON 10 JUN 2002 
SEL HIT RN L4 4 

FILE 'REGISTRY' ENTERED AT 08:27:17 ON 10 JUN 2002 

L55 6 S E11-E16 

L56 4 S L55 AND L1-L3 NOT L46 



FILE 'USPATFULL, US PAT 2 ' ENTERED AT 08:27:50 ON 10 JUN 2002 
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